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We claim: 



A method to determine whether a substance is an inhibitopcfr a ligand of a 
protein, comprising: 

incubating said substance with a mixture, ytfferein said mixture 

comprises: 

a) a protein, which con^fns at least one catalytic domain 
and at least on^^inding domain, 

b) at leastdhe marker substrate, which binds to the 
catalytic domain and is converted by the protein, and 



c)/ at least one substrate, which can bind to the catalytic 
domain and to the binding domain, 
defermining whether the marker substrate is converted by the 
protein. 




A method accordirfa to claim 1 wherein the determination of whether the 
marker substrate isconverted by the protein is made by comparing the 
conversion of the marker substrate in the presence of the test substance 
with the corresponqingxonversion in control mixtures A and B, and 
wherein the control WiixWre A comprises the protein and the marker 
substrate; and the cdhtrdl mixture B comprises the protein, the substrate 
and the marker substrate. 

he method as claimed in claim l/wherein the protein used is 
collagenase, the substrate usea is collagen, and the marker substrate 
used is (7-methoxycouman^4-yl)acetyl-Pro-Leu-Gly-Leu-(3-[2 f 4- 
dinitrophenyl]-L-2,3-dianr^nopropionyl)-Ala-Arg-NH2- 

A te\t Iwfor carrying out the method as claimed in either one of claims 1- 
3, comprising: 
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a) a protein which has at least one catalytic domain and at least one 
binaihg domain, 

b) a masker substrate which binds to the catalytic domain and is 
converted by the protein, and 

c) a substrate which can bind to the catalytic domain and to the 
bindingldomain. 

4-(Diphenylmerhylene)-1-[4-(p-fIuorophenyl)-4-phenyl-3-butenyl]piperidine. 



A pharmaceutica'|composition comprising 4-(diphenyl-methylene)-1-[4-(p- 
fluorophenyl)-4-ptoenyI-3-butenyl]piperidine, and at least one 
pharmaceutical^ suitable and physiologically tolerated carrier, additive or 
excipient. 



7. A pharmaceutical com||ojition according to claim 6 further comprising 
other active ingredie't 




8. A method of treating a disorder comprising administering to a patient in 
need thereof an effective amount of a substance selected from 4- 
(diphenylmethylene)-llr[4-(p-fluorophenyl)-4-phenyl-3-butenyl]- piperidine, 



protamine sulfate, oligosaccharides or tetrasaccharides, 
wherein said oligosaccharides or tetrasaccharides are obtained from 
heparin degradation.,. 



9. A method according to <|aim 8 wherein the disorder involves increased 
activity of matrix-degrading enzymes. 



10. A method according to claim 9 wherein the matrix-degrading enzymes are 
selected from: collagenases, metalloproteinases or aggrecanase. 
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11. A method according to claim 9 wherein the disorder is a degenerative 
joint a^order. 

12. A metrad according to claim 1 1 wherein the degenerative joint disorder is 
selectea from: 

osteoarthroses, 
spondyloses, 

chondrolysis after joint trauma or 

prolonged immobilization of joints after meniscus or patella injuries or 
tearing ofHigaments. 

13. A method according to claim 9 wherein the disorder is a disorder of the 
connective tiss 



V 



14. A method acfc^roing to claim 13 wherein the disorder of the connective 
tissue is selected from: collagenoses, periodontal disorders, wound- 
healing distunbances or chronic disorders of the locomotor apparatus 



15. A method according to claim 14 wherein the chronic disorder of the 

locomotor apparatus is selected from: inflammatory, immunologically or 
metabolically caused acute or chronic arthritis, arthropathies, myalgias or 
disorders of bone metabolism. 



16. A method according to claim 8 for the treatment of ulceration, 
arteriosclerosis, Stenoses, inflammations, cancers, formation of tumor 
metastases, cacmexia, anorexia or septic shock. 

17. A substancewhic| is determined to be an inhibitor or ligand by the method 
as claimed in anyvone of claims 1-3. 
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